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AB The invention relates to compds. I and their (in)organic acid salts, 
solvates 

and/or hydrates [wherein: X - MR 2 or CHR3; Ar - Ph mono- or disubstituted 
by halo or CI -3 alkyl; Rl - CI, Br. CI -3 alkyl, or C73; R3 - 
CR3R4C0NR5R6; 

R3, R4 - Me, Et, n-Pr, Bu; or CR3R4 forms C3-6 cycloalkyl; R5, R6 - H, 
Cl-3 alkyl; or NR5R6 - azetidin- 1 -yl . pyrrolidin-l-yl , piperidin-l-yl. 
morpholin-4 -yl, thiomorpholin-4 -yl , or perhydroazepin-l-yl] . The compds. 
exhibit a high affinity and high selectivity with respect to human NKl 
receptors of substance P. The compds. are also orally active and 
demonstrate passage of the blood-brain barrier. The invention also 
relates to a method for production of I, intermediates useful in their 
production, 

pharmaceutical compns. containing them, and their use in the production 



of 



medicaments to treat all pathologies involving substance P and human NKl 
receptors. Syntheses of 33 examples and a variety of intermediates are 
described. For instance, amidation of 3 , 5-dimethylphenylacetic acid with 
the (-) -isomer of 3- (3 , 4 -dichlorophenyl) -3- (3-hydroxyethyl) piperidine, 
followed by Swern oxidation of the ale. to an aldehyde, and reductive 
amination of this with 3 - (piperidin-4 -yl ) isobutyramide-HCl , gave title 
compound (- ) -II -HC1 .H30. Compds. I inhibited binding of substance P to 
human NKl receptors in vitro with a Ki of approx. 10-11M, vb. 10- BM for 
NK3 receptors and 10-7 for NK3 receptors. 
3000:573786 CAPLUS 
133 : 177101 

1- 13- [1- (Phenyl acetyl) -3 -phenyl -3 -piperidyl] ethyl] piperidine derivatives, 
method for the production thereof, and pharmaceutical compositions 
containing them as NKl receptor antagonists 
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OS MARPAT 133:177101 

IT 288378-97-2P 288378-98-3? 288379-04-4P 
208379-0C-6P 388379-08-8P 288379-10-2P 
288379-14-6P 388379-32-6P 2B8379-26-0P 

RL: BAC {Biological activity or effector, except adverse); BSU 
(Biological 

study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(drug candidate; preparation of 
[ [ (phenylacetyl)phenylpiperidyl) ethyl] piperi 

dine derive, as NKl receptor antagonists) 
RN 388378-97-3 CAPLUS 

CN l-Piperazineacetamide, 4 - {3- (3 - (3 , 4 -dichlorophenyl ) -l- [ (3 . 5- 
di methyl phenyl ) acetyl ] - 3 -piperidinyl ] ethyl ) -a, a-dimethyl - , 
dihydrochloride. (-)- (9CI) (CA INDEX NAME) 
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• 2 HC1 



RN 388378-98-3 CAPLUS 

CN 1-Piperazineacetamide, 4- [3- [3- (3 , 4 -dichlorophenyl) - 1- [ (3 , 5- 
dimethylphenyl) acetyl] -3 -piperidinyl] ethyl] -N,N.a,o- 
tetramethyl-, dihydrochloride, <-)- (9CI) (CA INDEX NAME) 

Rotation (-) . 




• 3 HC1 



RN 388379-04-4 CAPLUS 

CN Cyclohexanecarboxaraide, l- (4- [3- 13- (3, 4 -dichlorophenyl ) - 1- ( (3 , 5- 
dimethylphenyl) acetyl] -3 -piperidinyl] ethyl) -1-piperazinyl] -. 
dihydrochloride, {-)- (9CI) <CA INDEX NAME) 

Rotation (-) . 
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n 




Me 



• 2 KC1 



RN 288379-06-6 CAPLUS 

CN 1-Piperazineacetamide, 4- [2- [3- (3 , 4-dichlorophenyl ) -1- [ (3 , 5- 
dichlorophenyl) acetyl) -3-piperidinyl] ethyl) -a,a-ditnethyl-, 
di hydrochloride, (♦>- {9CD (CA INDEX NAME) 

Rotation ( + ) . 




• 2 HC1 



RN 288379-08-8 CAPLUS 

CN 1-Piperazineacetamide, 4 - {2- [3 - (3 , 4 -dichlorophenyl ) - 1 - { (3 , 5 - 
dichlorophenyl) acetyl) -3 -piperidinyl J ethyll -N,N,a,a- 
tetramethyl-, dihydrochloride, ( + )- (9CI) (CA INDEX NAME) 

Rotation (+) . 
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• 3 HC1 



RN 288379-10-2 CAPLUS 

CN Cyclohexanecarboxamide, l- (4 - {2- 13 - (3 , 4-dichlorophenyl) -l- [ (3 , 5- 
dichlorophenyl) acetyl] -3-piperidinyl) ethyl) -1-piperazinyl) -, 
dihydrochloride, (+)- (9CI) (CA INDEX NAME) 

Rotation (+) . 



n 




Cl 



• 2 HC1 



RN 288379-14-6 CAPLUS 

CN Cyclohexanecarboxamide, 

1- [4- (2- (1- [ [3,5-bie<trifluoromethyl)phenyl]acetyl 

) -3- (3, 4 -dichlorophenyl) -3-piperidinyl)ethyl] -1-piperazinyl) - , 
dihydrochloride, (+)- (9CI) (CA INDEX NAME) 

Rotation (+) . 
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RN 288379-22-6 CAPLUS 

CN 1-Piperazineacetamide, 4 - [2- (3- (3 , 4-dichlorophenyl ) -1- [ (3 , 5- 

di ethyl phenyl) acetyl] -3-piperidinyl] ethyl] -tx.a-dimethyl - , ^, HC1 

dihydrochloride. (-)- (9CI) (CA INDEX NAME) 

Rotation (-). RE.CNT 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILABLE IN THE RE FORMAT 




• 2 HC1 



RN 288379-26-0 CAPLUS 

CN l-Piperazineacetaraide, 4- (2- [1- [ (3 , 5-dichlorophenyl) acetyl] -3- (3,4- 
di methyl phenyl) -3-piperidinyl] ethyl) -a,a-dimethyl-, 
dihydrochloride (9CI) (CA INDEX NAME) 



10663124 



2/16/05 
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COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 5.84 167.38 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -0.73 -0.73 
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